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[»*#2] EWS^l Setters ; i£Se*iJ * f t * 2 ig^^ ^ ^ 




a c /w an <J^ -*-K i a— I WI— iu t-j *rv ro> 



o 

;b&*>*x#c. aa^v/xiif^/w^nfcT' ^ ;^g^y^ir-f &fi^Ji7 Jessie 

o 

[ft^Ji 153 mmztirz-r $ j m\ztei-tz -r = ) mtji-k ^xii/^f 

\c fp § £ ti & £1 . 



§ 



* K^fb^iwxtt-e^^eic^sdftsfi. 

immi2 0] ®&Lfzmmmt>**-7>> < C ap ry i i C acid) /xat* 

[»*JB2 1] «^LfcflfW»*^-y.j>j| (capric acid) . Xtt*«> 

[»## 2 2 3 tf*Lfcflm***?* (lauric acid) . Xtt*«> 

fc^fcXli^li^fcjctfSSttafi. 

£if^JX2 33 N5MH*«&*» i l^±^ia^*>^iMi^MfD-F^^^x^ 
T^u-gttc j: 9«F«f$n&V/XttC5|cJW**0ZXttNR2R3 <Ztt*¥fcfc:frSL» 
*»-f^->Xttift«^^«#|Xl4^««|T* ^^36. R2&VR3ttH&Vft**«> 

mmm 2 5 3 * >i * > xa x a jc tea l * o «e * ic -5 



|L J 3 0 SG #_X y Agte^^^fi^/ -a. T v^sja-f- 

[ift^m 2 6] h W^^i/l^(Ciiffl-r Sfca6<50iS^^ 2 4 7}S 2 5 Ic*© 

[fit>j<JX3 i] gems-^6ie«^DNABew**-r'6ifi^«3 0geiK<2Oc DNA 

(NCR#t?) 

[m^ms 2) K*U©-^ 6 ifiKcoDNAffiWlciJltS 3 1 Sg/j^381i 
g ^T^DNASfi^J^*-t^li^JK3 Office DNA (NCR^£&o) . 

[ii5f<ji3 3] mmm^T mm<nMkffiM*ii-tzmmns oies^c dna 

(NCR^tO . 

[ff>J<Jl3 4 ] fi?JS^ 7 ie«<50DNAK#llc*ms 34f Si)^3 8 5i 
§ ^T-^DNASfi^J^^"-t^fi^Jl3 Olfii^^c DNA (NCR#££ti>) 0 

5] lf>l<JK3 0JliS3 4!c , !£<7>DNA^1r-t&^ * 

[fjf^Jl36] »##'3 5 3fitt^^* ^-fc^^SfflflS. 

[ft>l<Jl3 7] tt^JK 3 0 7}353 4 fe«^DNA^*-T h ^ * *-*1rL. 
E.oiyg£DNAk:=i- K £*i£7* S ; g£8fi£"J * £ ^ * K a*. ^I^t 



□ 




7* K*ft&W*|a]St«,C i4fiSttilR<^f fM&*OTvHS 
[»^JS4 4 3 fif>RJl773,in 3K«<^**K*ffcS-i»*=i-K-r.6DN 



/a m izsw ^ mx /xv t'j , 

isff>joM ^ 6 ] fi^K 1 7iMb BCAW k ^fkn^y J — M 4> UNA 

=b't£DNAlC n-KSftSTS J ^SfiliJ 6 7 * K fc* 

^ i£~r $ ) ^Sfi^iJ 4» '> S: < t >bU t -Devi 7 5. ) WtfrTfe^ 2 fin h igiftS£?U * * 

_t#<* ttSiStt^ir-t * * < t <t ^ o(7)0tfp$ tifcT' ^ ; n^w-*- £ 

fclr-f*^*?-*. ^H^DNAlC n- H $ ft £ 7* * J BfcgBfll * * "t £ ^ ^ * K fc* 

^h^t^ ; &gem fcz* s ft-? &f8iage#i*ir 

[ 0 0 0 1 ] 

B&£*1r-*<5^afc-r = ;bk IMiiSj!)^ h\z^m^fiTzmm-r ^ 

#*4*SS£ib*^Lfc^a&T ^ ^Ifct^tr. ^ * K & * ^ ^ * K 



1 



SHfiBjjB 




i 0 0 0 23 
10 0 0 3 ! 

f&Mfr'i^^ (growth hormone. i^T^lc GHfc H^t* ) li. T#-#ftu^T£- 

©lc«iiL. /ft**n,*>flcfcB***> (CHRHI growth hormone-r 

eleasing hormone) V7h^f> (somatostatin) 

[J. Kendrew, et a 1 . . Eds.. The Encyclopedia of Molecular Biology (Black 
well Science Ltd., London, 1 9 9 4), p. 4 6 2 ] . GHliifUc^£ f£^£itTtt & 

#/3> jICjjC. 1 9 9 7) , 7 5 7 K] = 
10 0 0 41 



WB^BW?51^b ^> ffl V <o *l s ^ ^ST&HI^TfeT* ^ tl /z [J. O.^To^TeiWl^^^ 

al.. Horm. Res. 42, 2 3 5 ( 1 9 9 4)] . fflz.lt. ±E3f ATWf$»fijfc[ftS«* 

<50^1±fb [ K. Brixen. et al.. Miner. Res. 5. 6 0 9 ( 1 9 9 0)] . GHX;£^/£A 
T-<^$jlft*&^$j77<^±i i jii CR. C. Cuneo. et al.. J. Appl. Physiol. 7 0, 6 8 8 

(1991)] . CHX^S^A"e^>3Slft^/J<^|S]± C R. C. Cuneo. et al.. J. Appl. 

Physiol. 7 0. 6 9 5 ( 1 9 9 1 )] . 'i^JL<7>Mfg'X1&ffi1& CD. N. Herndon. et al.. A 
nn. Surg. 2 1 2. 4 2 4 ( 1 9 9 0) ] . JftlflSSffelc 4f It * =f + > K K » f > i: <?> ffffl [R. 

Horaburg. e t a 1 . . Clin. Endocrinol. (Oxf). 3 2. 7 8 1 ( 1 9 9 0)] . ^ U K* — V* > 
&-*flc J; & 57 > ^ ^Hf^iW^^^>^^3 [F. F. Horber and M. W. Haymond. J. C 
lin. Invest. 86. 2 6 5 ( 1 9 9 0) ] . *Jt&^^tc *? tf" * T*ffl/ia rt&W J ffiii 
[W. J. Murphy, et al.. Proc Natl. Acad. Sci. U. S. A. 8 9. 4 4 8 1 ( 1 9 9 2)3 
x ^Ate^ttfiiSS'^K mm®.m&±RU&mmm*WM-tZ%]m [D. Rudman. et 

al. N. Engl. J. Med. 3 2 3. 1 ( 1 9 9 0)] 
[ 0 0 0 5 ] 

£ 3ro c £ 3i x h ®T*Pr9II [B. A. Lefker. et al.. in Growth Horm 

on Seer etagogues in Clinical Practoce. B. B. Bercu and R. F. Walker. Eds 
. (Marcel Dekker. Inc.. New York. 1 9 9 8). p. 1 0 7— p. 1 0 8 3 . ^<<7>*ftA*# 

it. mm% + h v*? u t i*ik<nfftmz «* h tmb-nz m^m^^^&m^^> * 

~? *W\ftm<7>tzdb. (,\\&-5-'&m%K-t Z z h t)*~? § [E. Corpas. et al.. End 
ocr. Rev. 1 4. 2 0 ( 1 9 9 3 )] . C fl h coWli^m It . GHt^-flc J; £ * * > #>&<50 
tt^mmtC'U tl^LTi *) . GH<^&#T*liIES&GH^>&<7>ffli/J'l± (puis 
atility) ^ 3 [ B. A. Lefker. et al.. in Growth Hormon 

Seer e t agogues in Clinical Practoce. B. B. Bercu and R. F. Walker. Eds. 
(Marcel Dekker. Inc.. New York. 1 9 9 8). p. 1 0 7-p- 1 0 83 . 
[ 0 0 0 6 ] 

£#fiT-<^GH#vft<7>ffii/j'i£i±. m^fmizxt&myu&^n 2 ^^muw^^^n 



^^TTETs-mirainLTv^ [G. S. TaWnrTifuii) A A N. Ling. Endihrrnrmgy iio .' 



1952 (1984). R. G. Clark and I. C. Robinson. Endocrinology 122. 2675 (1! 
88)]. ISWifc^^-^ilSSTii:^ *Wlc. & >) & < coQHfr <k >) M 

fzmWM.. GHZ 4 > >) >Uf&M®^lz J: * -7 >f - k >* v 9 , ^atttML BBS 
WMlcJcoT, <*<!>lci«IP<?*iS [j. S. Strobl and M. J. Thomas. Pharn 
acol. Rev. 4 6 . 1 (1 9 9 4 )] 0 
1 0 0 0 7 3 

fc^fc**«^<S7ft<?*U GHatt3**4*ft (GHS; growth hormone secretagogue 

) tLT^commm^m. mm^. Bimmmt>*ntj®izmzt*titi. gh 

RP-6 (Growth Hormone-Releasing hexapep t i de) & £<?>^ -7'^ k *k GH 

^X**v^LttfiTlceH-r<5^Jtl|ia:LTW»Stifc [C. Y. Bowers, et al. 
■ Endocrinology 1 1 4. 1 5 3 7 - 1 5 4 5 ( 1 9 8 4 )] . LfrL. C tl h co ^ * K fk^-Jft 

K^fb^»**WftS*i C R. G. Smith, et al.. Science 2 6 0, 1 6 4 0- 1 6 4 3 ( 1 9 9 3 ) 
] . »-ffiK*W»^oSI«if^c*T3t^T^s ^ t^v**. [A. A. Patchett. et a 
, " Proc - Natl. Acad. Sci. U. S. A. 9 2. 7 0 0 1 -7 0 0 5 ( 1 9 9 5)] 0 
I 0 0 0 8J 

r+^GM (signal transduction) tv^jl)*, ^>^'^St*SL 

ff *^ 4IR JfC*. 1 9 9 7), 5 5 5-5 5 6 K] 0 C <r> G 9 > W&'&.&1* ffi 

mm 7 HflS^^^-t^-^, cAMP£-iz*7> K>-y-fe>^r-fcLTje^t 
£cAMP^t -f > 1 CIP3> ^ i> T >i 7 -fe u - >v (DC) 

■i j •> h — >i *) k,mnmmmm&\zm>fhnz> 0 c amp a camp«c < 



[0 0 0 9 ] 

IP3^DG£ > K >'V-fe>y't-i:t^ ^ fc^^T. *ffl/jart # ^ x O 
u -f *>m&fr±.M--f &mffil£ULT<7>iiu < T-2hZ> [J. Kendrew. et al.. Eds., 
The Encyclopedia of Molecular Biology (Blackwell Science Ltd.. London. 1 
9 9 4 ). p. 1 3 6- 1 3 7] . U-fe^?— -"\'J h* ft^p tl> t ^ C?>'^S4MT 
***'J ^-4fC&*7£teffc<*tlT. P I P2fr*<b I P3 lP3tt«BflartlK*4T 
<£>&ER& £<7>/MJS#lcfl!i'jK£ tiTv>£ ^7 ^ x ^ ,u >f *>^*fflJjaKlc$:£ii 2 it. IB 

^©4j<7) ^ ; U ^ ry u ^ ^>JgJ$jb*_h#-f £ D 1P3^L <l±#n,x t >^-f:*->&*£ 

%AUW*¥ <n * > ^ ^ 4 *>iSS<7>--jS'l£<7>±#* , bfc'b-t. 
[0010] 

GHSliGHRHlc «fc £ GH<50#>&;& V*fflflai*i cAMP U ^ >i> ^ ±# ic ftm ® ic fFffl £ c 
t [K. Cheng, et al. . Endocrinology 1 2 4. 2 7 9 1-2 7 9 8 ( 1 9 8 9)]. ^^GHRH^U 
-fe -f 9 — -NCD^^-licAMP^r-fc # > K > -fe > ^ -v — LTl4tl) <7>lcft" LT . 

iiGHRHco^- tl t li^S: -5 Z £ jb*^i&£ tl [J. Herrington and B. Hille, Endocri 
nology 1 3 5. 1 1 0 0- 1 1 0 8 ( 1 9 9 4).] . GHSiS GHRH**^ &t £ GHRH V -fe -f 9 - lip 

l&fc^fr 9 u-^> r S tK >» -»f >»*f^j®*^«bGHSU -fe^ * - (GHS-R) ti£E. 
^TM^iTi^MLTVi R^^nth ri3l5c7)GHS-R^7- ^ ; 

^Sfi^J 2?*9 0%I^±<7>l5j — te^^Ki" C t fc'-b o [A. D. Howard, et al.. Scien 
ce 2 7 3. 9 7 4 -9 7 7 ( 1 9 9 6)] . L^L. GHS-Rlc*5£--r Z> fotE&co v #> K iiMt 
£ tLT*J*b**\ d <?> GHS-R li 'J K **^Hfl4 7 r > • H:^9--(?*-,fc 

o 

[0 0 1 1 3 



*«*fc:-r> (anchoring) [J. Kendrew, et al. . E 

ds.. The Encyclopedia of Molecular Biology (Blackwell Science Ltd., Lond 
on. 1994). p. 616] . C tl h ttffijftftfffli * > ^ ff (c X . ffiffi&tiL > X ^ 

. l»l»iT0ii$*lfe7 5 ^l****-^* K UHH-feyy-^) 

[0012] 

10 0 13 3 

*mmnn<oit. ghsu-^?- cchs-r) ^*>>; k*>*s^*m j * s-* 

^#Hf:btacf| U CHS-R%aa$*fcCHO«BflS ( CH0-GHSR6 2) ic * 
ttKSXttffi»^ttajift*xir rtfc. *«>*g*. ? * Mi *> ffl ic 



14 





K fc*GHS-R<oi*i£E'f£<7> >j Kx "t &-b*> fcttGH^>0gfip$f W (fl£1£GHS 
[0014] 

>v h tlBHf v 3£\,*Ca_L#7gte**##-r £ K Btt £B 4» <b ^ < 7 >v h i 

*c7>F t 9&'i4GH^>£^^^^^ k izi^m^yr $ J *) . t 

5 ; it m — *) . iisi<7)7^ Jit7-vhT-7i^->, t h t* 'i x 

>T-£>o fc. 7 -V h Efe^fifcteGH^v&iW^^ k §ft -? n ^ 7" - 4fT*WBf 
L. »«lLfc^^* FW**>Ca±#«tt*i!l£Lfcffi#. T * 

ttj*bfrr>ti. t^rb*., -^m^w^m 2 it. mmm^ 1 \ztzm<r>-r ^ j mmn 

[0015] 

*m¥£W iz J: o T Hi§^ $ ft fcGHfl-»SH» Stfe* <fc o £E'l£fl£#j^0#lJ ^ * k 



[00163 

4 ^^5 IcSBIKLfcT ^ JlfcEfllic^Stifcfci < , =7 v bJkT/bi h *>cDNAttv>-f 

* K t LT£-/££*u ~F ^ J ^^m^ll-r Si ) Wlfr % 2> 7+ *is*Q\ 

10 0 1 7 J 
[0 0 183 



id 




$0 ffll ft « <?> ft? BJ§ \Z Jk & <b <?> T- 6 . 
[0 0 18] 

(1) mR&PWlj >i is O U <i *>ilj$£-J:#£ i±£ S^tefclTL . 

to^T^ jaw. 0^^^; g^u/xia^i* a ; m\\L^m\z & 9 

( 2 ) mmm^ 1 te^^T- ^ j mmn^^t zmz ( 1 ) iei* K^ft 

(3) m&m^- 2 ieft^-r ^ jmbak xttymgefli + <7> n^^^«o7§b^ 

^Xtt**>2|S^©lcilFg<**i*lg. 

x it * ti <b commtetf. u\z ^ ti h com^m \z rp§ $ *i £ @ . 

(5) KfllS-^feS^T* = ^IfcgeflK Xli^i^Bfifll*^ N*«fiib*s>28gB 

a«&v/xtttt/jo3*ifc-r ^ zmm ( 3 ) ietK^^-/* k 

(6) se^js^- 5 ie«^7- ^ jmnm. xtt^i^ffiiij*<?>N*«g^^>28Ss<7> 



Pn m&d:m <)8-2QG2 [ [PRtODOC-X 1 |00946453-JPCXK)49C 



( 9 ) mnm^ 1 mm<7>-r ^ ; ^se^j^w-t^mjie ( i ) t^m ( 8 ) ie«<Jo-< 

(10) w,n^2 mmco-r ^ ; ^ge^ij, xii^i^se^j^^ N«i?^ii§ 
W¥kikxf/it\ttti)wz nrz-r n ) mun^t situie (7) (8) 

cot H J mi£ comW M^cofflft iz te\*~z . '>£ < tijlh t -dcdt ^ Jm^Xik. 

w.mjkv/xitttiiu2 ntzT ^ > mmw^^-t zmtz c i ) km ( s ) mwzco^ 

(12) mmm^i mmcoT ^ jmmn. xitmmmm^co N^m^h2m 
x^. w.mjkzf/xiXtfua$tifzT =- ) a* sew z> mm < i o ) fe*^^^ 

(13) unm^rb tzm<7>T ^ jmmm. xitM^mn^^N^m^^iz^B 
cot * j mmcoT $ ) muift-coffiftizte^T . < t ^ u t^coT ^ ) mt>*x 

mmjkv/ xitntiu $ titzT ^ ;ifesiw*w-r*s&ie (in mmco^?* 

(14) mm^fitzT ^ ;ii>*N*i/)^3S@7= ^T-^>-6Huie < i > 75 
z t *nmt-tzmm (14) te^^^-y^ K^ft^!»x a ^<t>*^« icings 



1 l^_b<7>7^^n,£f£^LTXUi:4V£-f . x x ^ ;u . x - ^ ;u . ^*-:rx^ : 
rt, x ^tf-x-^n, v t ^ K X It il >V 5 K h & -5 f¥ ^ <b ijR $ ft & ffi&njRX- 
«^^*^3fe«*M^L < tt«»^fi?D^L < tt^fifDT'ii.^ii.M. Xli (2) 
1 - 1 1 &±*>ffif&^ < li^iSftT^^M^-f ifufe ( 1 ) JbM ( 

6 ) fe«<7)-^* K^fk^^Xii^-^^^^icrpg^ nsi, 

(17) xxf^^^ic* ►) tif-^fu^ ^ ; ^^wt^Huie ( i ) lets 

(is) ffi)K»6*ii^Lfc7 ^ jm^^-t snoie (17) les^-^*- K^ft 
^xii^<^^®icrp^2 nss, 

(19) i&ffc&fr* 2 Till 3 5 T*>£H&Jfilfcfc' , *S£-L f:7 = ; Wt*1ft SWIG ( 

i 8 ) mm<n-<7=f- k iMb^xii^^^^Enci^;* tihu. 

(20) *S£-L ^fllfl^^^^ 7* >J >i>Wk. (caprylic acid) . Xli^<7>^ ) x> 
H&flm^ L < »J x>flgjfr^-e£>£ Utile (18) K m<k£-^ 

(21) I^LfcMi)^^ >; >^ (capric acid) . Xlt^r^^ ) x>flg 

jjm^L < ^ x.>mffimT»$>zmm < 1 8) lets^^^ K^fb^-^x 

(22) ffi&LrzmiViMfr^ >Wc (1 auric acid) . X It * <r> ^ ) x > fl| 

< »j j:>fl&WK-e"**Stiie ( i 8 ) lets K&Yt^x 

mosaic if?? s ft 

(23) N*JSi>*^i^»: 1 &_h<7>t&fn£>£ utt?FflSfn-r 4, * ;u XliTy ^ilc 
J: 9 ft&V/XliC*^fr*OZX&NR2R3 ( Z Ji ic L # 5 P§ Mr ^ 
Xlt&ffl.coftHmXltltftHm-r>i*>i,m. UJkuUltHJkVi&tiknftHgiXlt 

0^nm^^^^M^h^^^^hmn^ti^^uzm-xitm^^^^^-f^ 
\c<k vmmztitzz h -zw&h -t zffitz ( i ) ^i(22) Jiie®^^* k m 

(24) ftu!r3 ( 1 ) 71S ( 6 ) fr3«<7>^7"¥- K &ffc£-!fo Xl± lcf)F§ 



(25) riMS. *^*>^X«Xtttt'>t:ieegL&v>«.«ic^-6?fi*»Ji: % :fltr'|E 

( 1 ) ( 6 ) V &it€rmX\$^ <r>m¥®\z^m$ nzu^^ii 

(2 6) e Kfe(^^»JW»c5iffl-r*fc*><7>S0ie (2 4) 7}M ( 2 5). ge**>B 

(27) Bute ( i ) 7hm ( 6 ) $m<o^7* ^^t^mxit^^m^miz^m 

(2 8) ^***>^x«xtt«'>icieBgL4v^jaLic«<5^rtf3iUfc. Aoie 

(2 9) k Kl***>»tofc:5gffl**fc*>*>i!fl8e (2 7) 7?rS ( 2 8) 3B**>ffi 

(3 0) iffJie ( 1 ) 7}S ( 6 ) mm<7>^V* K^ft^lC^-SDNAT'^-DT. 

(3D aett^DNAgawfcw-r aiioie ( 3 o ) ie«tf>c dna (ncr^- 

to . 

(32) EHJS^6 IB«<?>DNABBWlcfelt* 31SI*^381SI £T*<7>DNA 

mm^m-tzmm cs o) mm<^c dna cncr^**vo . 

(3 3) KWS^7IB«^DNAgeW*Wr*fl&ie (3 0) ie«fe^c DNA (NCR# 

to . 

(34) SeyiJS-f - 7 mm<7>Mhffimiz&l1- Z 34§S**£>385gSi[-e<?>DNA 

mm-^^nt zmm (3 o) tes^c dna (ncr^&io x 

(35) fuie ( 3 0 ) Jbm ( 3 4 ) ie«£<7)DNA£1ri-£ ^ * ? - . 

(3 6) itaie ( 3 5 ) ie©<7>^ ? ? — 

(37) Buffi ( 3 0 ) ftS ( 3 4 ) DNA^1r-T£ ^ * ? — "£^1" L . &o 



____________ . CT A C / -< / BSC HMMMIMMMA ~ ' ' '\< ■ La CI T'^_^_____ 

eraylpFWytf < £: *t> £a £ o </) T ^ymcaH^m £ ft %>a% IH jfLlyu?™ - ? <d* ~ ^ ~ ^ 

(38) . mile ( 1 ) ftS (23) IfiK^^^^ K &1t&tolztt + ZtKte. 

(39) note ( 3"s ) le^^tt^^fflv^THute ( 1 ) J5K23) 



(40) mjie ( 3 8 ) mw;<ntKft*m^-<:ffi$z ( 1 ) 7is '( 2 3 ) ^ 

* K&ft^*&* C K^ft^W«> ****** n 

(41) note ( 1 ) fts ( 6 ) ae*^-^* K^<b^«*aft j F««i.«»r* 

(42) mm ( 1 ) ihM ( 6 ) leis^^* K^fb^^a^^^^^fJ^^ 
fflv^TiaiiH-rs^^icifv^T. sate ( 3 0) mm<^nK^^^-t * ?_ tc £ 

*) m^mm^mn^mL. m^nrznmummm^^mLxi^m^^h g ©*j.ic 

(43) sDte (is) (22) tes^^*- K^fb^jw^atft^ffimi-js 

(44) HUie ( 7 ) ftS (13) ieS<^^^^ k-tsdna* 

T±§iti?^g ©ism 5 c t T&nmt-tz. mmfto.** -> o u a 

(45) iJlfi ( 1 ) JbM ( 6 ) K&ffc^* =1 - K -TSDNA*# 



9 h 

(46) Bute ( i ) T^s ( 6 ) ae« K^<b^j»*=3- k -t-sdna** 



,t ^4 f 



t ^ ; mmmtp<7>'j?& < t^to^-r^ jm^mmzti"? ^mmmm^^-th 
^^^^ LTi^ti. c t z±ft\Hcommizm&&t*z t iz * o . 

(47) mm ( i ) JhM ( 6 ) ies<7>^-/^ K^rt^^- k-tsdna*^ 

^fEBiir £ C £: tc J; 9 ><7>X*BXli«t'>tcfeH L STIR'S* £ 

(4 8) iiuie ( 1 ) TbM ( 6 ) ie*E<7>^^* K-T-5DNA** 

7- 5 ; < t^z>t^cr>-r^ jm^mm^n^ z>mm&n*^-t& 
tc m -t z> . 

[00193 



R 

I 

H 2 N-C-COOH 



R w 

1k¥mffiLtz$jcr>*% £co£ •? £«b £0. R\ R° ^ co^^fn^-U 

J«k:#«Et«7 5 ;^^f|iJMlc-0H. -SH. -NH- Xli-NH 2 Zti 
[ 0 0 2 0] 

f <^^^^)7y tvmt LX liS^H-^ C 0 0 3 1 ) \zM^2itlX\,*2>. X. 2 

[fk2] 

- (CH 2 ) n -P-Q 

O O 
II II 
(5£*> ntt:0~l 0©SEi&, Ptt-C-O-, -O-C-, -O-, 

O S O 

II II II 

-C-S-, -C-S-, -S-C-, -S-, -CO-NH-. 

O 
II 

-NH-C-Xtt-CO-NH-CO-, QUHXttCj^oCTJWI') 
T' \K £ z- fz~r ^ ) mx*2h o X *b J: v> 0 $ h \z P li - C O — X t> v> , 
[ 0 0 2 1 ] 

GHSU-fc^?- (CHS-R) aoflflEte 'J K t tah-^-f* Klcov>Tli. GHS-R 



^rs-e^TT^nrS -5 = GHS-R£fE5l l- c ^ *>mita b L X It. 'te jff # i. (, ri 5- K ^ ? ewd 

GHS-RjIiS^ii^SrM. fj*. tfCHOMtcip A • 

ffl*'L<li. #*^^*->»J«25ftfc:j:SFliio-4 AM (Molecular 
Probed) *>grft&«tf>£ffc*fU/!ILfcFL!PR (F l uo rome trie Imaging Plate R 
eader. Molecular Devi ces£t) fc* £u 0 *H^BjJc7> ft£h1£GHS^ 7' * k ic ii 

[ 0 0 2 23 

^*77 -f-lCJ:*»«lcC/**><&^S»i&< . ^"7'* F*>J|»Mlc1r»T*>S^« 

it, mm - m%g\zt?tEt & ^ ^-r-^cof^m\c g k <7>7>#p£|9j±l 

[ 0 0 2 3 3 

»M3ftfcCa±#«te*1r-r*<-7* in vitro JSi^in v i vo7*GH#»SS 

ii«tt*»^t*fcftictt. ^w^^ffltscfc^ti. tf!Utfin vit 
roT'ti. GH*#*fcLTGHS-R*>»B|fcWg«<? ttT v> * «TS#*IHfl8fc:*/|D LT* 
WAS + *i£GH£. ttGHffi#*ffli*fc 7yt^;7>y-h-fi:j: 0 



IS 



V->-7 yy-s*- .V-.-.- g«a 




[0 0 2 4 ] 

(HPLC) ic^oTT^ ; ®e^fgj^-r-2>^v£. JkuW^^ g i/jffc L f:7 ^ 
[0 0 2 5 ] 

-5 C i: tc * o T Hfl <b'jbMC $ ffl u <o *l £ -7* n t ~ -tni . -k7J 

Br "t -5 ^ "7 * F 7* 5 J S&Bfi?'JlC!NfS14^Hv^ -/n -xT — -If^ffluT £ v>ib». t# 

. 1£ If it £GH^>£I^4>7£'l4£1rt-£ -<"7* K t ^ J Wt&W 

[ 0 0 2 6 ] 



^^*£^P?*^ * ' T i^3£5?r ****** *tss^*^ 



SI^fiiie?J<?^4 □"^cDNA^ ^ m — t Lfz* ? - - r fc* g it ic ft £ c 

W^-9^-xic4fOT&HISnfca«DNABf^ (EST; Expressed Sequence Tag 
) ^MK*J*-bttlt5 3n*^ * ; i*E*Jlc****u:, 3*EST«>fi3E*j*>- 
3&^<oft£DNA£^/£LT. JilficDNA 7 -f -/ 7 «;-<7>x? 'J-^> mm^&z 

cDNA*^;^DNA*IR»-*-Sc:fctt x ttffl <? *i * *r ft fr 

7 Z b fc*T*a -5 . 

[0 0 2 7 3 

^»KW&v3*#^^^K*3-K-r*DNA^fia6Bew**. mm&m&mm n 

/4 2 8 4 0icijUT^7K^ *iTv>*ft* % 3$ ft $ ti fz 7 * K Ji * >; > (mo 

1 0 0 2 83 
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W^PS^^- K fb o* 4^ I- ^ TTllSW' ^ ^ g£ ffr 7* WTW^r^&HPr 

[ 0 0 2 9 ] 

< £*b-^><n-r $ ) mfr&m-r $ j mjku / xittt-r = j mit€*m\z *) mm $ 

[ 0 0 3 0 ] 

<7) <£ i 4-Yb^-^^m^^J t LTg^Jg-Sf 1 . 2 X&3 fr^-f * K icijo 
Tl3i§<?)7^ ^Ser^^KS&^^T^ >Mb£ *l£fb£-!$K S£?'J S^" 4 Xli 5 

^X&^<^Il^imcf^§£*i&Mfr*ptf<o*i& 0 
[ 0 0 3 1 ] 

lfe1gUi£F £ L < & 2 -3 5 *) ft £ L < li 6 - 1 8. ^^^^L<li8 — 1 2 

7 ^ ^ m . * n «o <t> ^ j > x is * ^ > if^ft^. 

[ 0 0 3 2] 

. i> ^ ^ -5 -f =f h ^fb^^/ x it * comm^m tc fp§ 2 n £ ^ ^ ^^b^ ic & it 

[ 0 0 3 3 ] 

£ ^icX. ^^B^6T>^^ Lv^H«S^lig«liTie-iR^ ( 1 ) T* f£ £ tl <2> -fb n" 1^ 



a-AA 1 (R 1 )-A'a z ikz j- AA 3 (R 3)-V- K L )■ 



AAlliT S ;S£Xlix~^* AA2liT * ) gfc x X — CH 2 — CH (R 4) — C 0 

— L < Ji-CH 2 -CH(R5)-CH 2 -^L. AA3&7^ ;^X ^ f * K £j fc^-f 

. RK 82*j«fc VR31iT ^ ;H^)||«lcfflit4^T»ftoTx t * ;^<7> a ftj£ 
^lc^^L/zHXiii:ill^T**>6c RK R2XliR3<7>Ml$#l LTii, 

( 2 ) HXli&3fef5cikl±<7>fiafD*b L < li^flSfn-rn, ^ >uMXl£ 

— ^ to* ±mKt%&iZffi & LT \>X ttico — -d frHlzffi & LT J: l> 8 

*mm\znut h^frx* . oh. nx\zmvix$>->x , zitmm^mizit&Lmz 

v> 0 ) 

[ 0 0 3 4 3 

xt-^2 tis^^Bcjb*iw±<?>fiaiPXtt^fiaiD7'iu * ji t lx izmftmiz it > * 

;u x rc ^ ;u x n — ■/ n tr ;u N i-^n^Jk n — ^ ^ ^ . s — ^ . t — ~f =f 
' l - n — ^7'* >i ^ n s^fi>^. n — n ^ ¥ — n ^ -f u ^ — >v ^ ^^^\z~ 

XT* 2 *l -5 7" > >l t L T ii . * ^ ^ x T" -fe ^ ^ . 7"a t"t-^, > V* -i 
,1 3£cr> C j _ l 0 # /I, # > g^T 7 y ;K > -tf > X n, * - ^ . * -7 9 U > X >V * - 



28 




[0 0 3 5 ] 

RU R2X&R3T*^2 *l£g (1) ttfll* lis* (2) 
[ft 3] 



- (CH 2 ) n - 



P-Q 



(2) 



O 



O 



(5£»f», ntt0~10Ol^ Pte-C-O-, 



o-c-. 



O 



S 



o 



-C-S-, -C-S-, -S-C-, -S-, -CO-NH-. 
-NH-CO-Xtt-CO-NH-CO-, Q«HX«±IBLfcXT 

T-^k£ *i&^fc*$? £ Lv>„ 3 «o ic P li— C O — T-t> «fc 
[ 0 0 3 6 ] 

Rk R2Xl£R3T*^£ ft (2) <^ 7 ;U ^ M &XT*^K 2 *l £ 7 ^ 'l, ^ £ [e] 
fllT^oT^u, RK R2X&R3T^£ *l £ g (3) eoi§S<7>7; J flllM 12 

Zv R6XliR7"e^ 2 *i £ 7 /u ^ £ LT litfll*. li > ^ >v . n 

-^nfi, i — 7" a f ;u . n — * >i . s — "/ v t — ~f + >\* . \ —^f=f- >\, 

. n — ^>^^. n — >u # <jo C j ^ <T>T >v ^ >v b*iif- H^. 

[ 0 0 3 7 ] 

( 1 ) AA1*>*F£ Li^*i ; (x) 7 ; h'. 00 £1*. Ser. Gly-Se 

rXii-NH-(CH 2 )3CH(CH 2 OH)CO- (27; J mft&m<?> * K if$3-g&:fr *>*- (CH 2 ) 2 
-T£>£Jf £-) btlS, ( -\ ) -*&7 ; > .' m*-\X, -NH- (CH 2 ) 3CH (CH 2 0 

h)ch 2 - (27; j.mn&mo^-?* k*£^^-(ch 2 ) 2-t£>&i§£-) . -nh-c 

H(CH 2 0H)CH 2 - (27; ;ifc«£IB*>'<-7* K JB^fflJ^**-(CH 2 ) 2-T*£>£Jf £0 . 
-NH-(CH 2 )3CH(R1)CH 2 - (27; J 3fc8i£Jcffl MO f^flf^tl^. 




-X 



#l*.i£. Ser. ho in'o'S''e ' r ^ ""t y K ' " ii omi 



Cys. Asp. Glu. Lys. Ala. Val. Leu. honioLeu. He. homolle. — *> x 't 
^ ; T>' \z' ^M^^mi? hfthfr, <HflcSer&*$?£ Lo, ( A ) 
^<?)^it ; -CH 2 -CH (Rl) -CO- . -CH 2 -CH(Rl)-CH 2 -#^^6tl-5 (Rl. R2&PJU 
fetl^HT^U) . 
CO 0 3 9 3 

( 3 ) KktcoiitZL^mn ; t $ JmXlt-<-7'* H. PheX&gr^iJjg^ 
Xltmm<7>-r ^ J mmmizte^TJ' ^ ;3fc^<M§g<7>Phe^<o28Sg<7>Arg£ 

Phe Leu 

Phe Leu Ser 

Phe Leu Ser Pro 

Phe Leu Ser Pro GIu 

Phe Leu Ser Pro Glu His 

Phe Leu Ser Pro Glu His Gin 

Phe Leu Ser Pro Glu His Gin Arg 

Phe Leu Ser Pro Glu His Gin Lys Ala 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 



rro uiu nis o 1 11 h 



u i ji rt r g l y s 01 



Pro 



Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 
Pro Ala 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 
Pro Ala Lys 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 

Pro Ala Lys Leu 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 

Pro Ala Lys Leu Gin 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 

Pro Ala Lys Leu Gin Pro 

Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pr 



Pro Ala Lys Leu Gin Pro Arg 
fc-*AA3<7>tfiJ t LTptfbtlS. 
[0 0 4 0 ] 

C h UU^ ■? Srv>. X. AA360±ie#iJ^Klci?v^T . M z, It 1 ^WCM^o T ^ J 

— NH— (CH 2 )3CH(CH 2 OH) — 
-NH- (CH 2 ) 3CH (CH 2 OH) CO — 

— NH — CH (CH 2 OH) CH 2 — 



W^a^ il CH 2 )3CH(RI)CH 2- 



CH 2 — CH (Rl) — CH 2 

60 X. £ <btc. AA3<7>l5fJ^Jc:ktt£&T ^ Jm<7)\*-ftl$j _tieR3T^£ *i 3 g 
10 0 4 1 3 

( 4 ) Rk R2XliR3<7>*F£ Lo^fi ; t 5 ; ^g^iJM lc*| z>MfrX*$> o 

ttia™**^ x«: (2) Hxiiia»«^-r*iji*Riw±^tafD^< u^ttin 

K 0 0 4 23 

1 ia±*>»*&xii*tt*D7'***«fc^-*-. ***T**n,#ttXT^<* ti 

~r) Stroffl&t ; -CH 2 -0-CO-RXii-CH 2 -0-R. 

-O homoSer<7>fiJM ; -C H 2 -CH 2 -0-C0-R X tt-CH 2 -CH 9 -0-R , 

Cys^fJM ; -CH r S-CO-RX&-CH r S-R. 
^) homoCys<7>$JM ; -CH 2 -CH 2 -S-C0-R X tt-CH 2 -CH 2 -S-R , 

*) Asd^iijm ; -ch 2 -co-o-r! -ch 2 -co-nh-r. 

#) Glu^PJM ; -CH 2 -CH 2 -CO-0-R. -CH 2 -CH r CO-NH-R 



» ~C tr^^rT^^jf^^C 0~0 - R . ~CH 2~CH n wi^n-if x 



y ) r ^ J r J tf > ®e<7> PJ 
>r) *Ji-*><7)§\\m ; - (CH2) 3-NH-CO-R 

=0 iJII^T ^ ^ n §l<n t ^ ;^"e£>£Ala. VaU LeiK homoLeiu He. homo f 1 e 
[0 0 4 3 ] 

[0 0 4 4 ] 

is >vit) fr'&wttM&izgte&ft^^mz'&^Tmmjxm^M-f, 

[0 0 4 5 ] 

9#«o*i£ 0 ^l^?S±JNBfla*S^-r-5 c tic J: 0 . ^ i£ *ffl fc: *j v> T B © 



[0 0 4 6 ] 



#J;cl£±Jl®<7>^ ? ? - (pBR 3 2 2 . pUCl 



ttWW<7>-< ? ?- f ^M44i_.TP5, pC194iP) * 



Vpi vt m\ T7 ^^.[ PRt °P QC - x , [00946453-JPQG0490 



W-ATjjfct LTii. Mx.lt. Molecular Cloninng (Sambrook et al.. 1 9 8 9 ) ic 
[ 0 0 4 7 3 

erichiaJKcoJf lilacs* o^e — 9 — , trp^n^e — ? — , ipp^Pt-?-, ^PL 
-7 nn= - ? - , mA^nt-9-*%fflv^ct*tTt, Bac i 1 1 usS<7>i# ^iiSP 

S?02-7va*-9-S$*m^&ZkW$. MM^Malt GAP 7' 

[ 0 0 4 83 

*&±*fflfl&fc LTttfflW (flitt, Escherichia!!. Bacillus«# 
) . MM (SaccharomycesS. Pichiajg, Candidal^) . mmmU (CH0*ffl/!S. C 

[ 0 0 4 9 3 

K ^5®i!JS:ftgTi7J»fT# S -fe >v •> > r ♦ T - -t£ £ If L . ^'g^ 



'<£ ; u -tz v / s 7 • ~f a -f- t — 4f ?S15^^^5^e > ~r ~> Ji, fbv$T?^^3T^^e±w 

mm^?* k *^^-r - %fliig-r a - * ic *> . just-^ & . 

[0 0 5 0] 

. z*i*9>^-^s^'ttsi (m^^t-^^>^:^) ^^tswmm^mm l . 

^*^J8ifi. K^WiS. SS*fx SDS-PAGE. &m?i=>~?h 7 7 ~> A-tzt<r> 
[ 0 0 5 1 ] 

. f*a^<JOfl-ufcT 5 >» Bt^JS^^AV/XJiia+i^lCek 0 JSi^-. 
[0 0 5 2 ] 

-<f=f- K SSI 3s *£lifl£3fc ft left *<7>7j>£&«3£$Hcfi|;£<* tlTut . ^f£Bfl<7>^ 

WTlc. ffi&;ONAJ£ffifcffc^3-/£*#ffi L fc*#£HH £ -< * K \\L^m<r> 
UtttfiJ : 

N^ttBSB-*:/* K ^^texx^i, x Mz-lS. (1) Boc-Gly-Ser (OBu)-Ser (R) -0 
sik (2) Boc-Gly-Ser (OBu)-Ser (R)-Phe-Osu. Xli (3) Bo c-G 1 y-Se r (OBu) -S 
er(R)-Phe-Leu-Osu^fb^£-/£L. & « x DNA^ffirJc J: 0 L C 



-< —r =c 



(4) FLSPEHQKVQ py ^. ri ri'P a .kjlqpr n (5) LSPEH^gv^ngtrFgtrtrpp^ 

^™«r r_ ,_ x jp 



PRIODOC 



t, i ; c. (. 4 ; 



"ALurn. awl C6 ) SPEHQRVQQRKESkirmnd^T^ IP *> . 

(2) (5) JkU ( 3 ) (6) *«^§*T» 2 8flU<7>7^ J 

Kfb^"4fJ*»*. 9 JCli. XXXXZSPEHQRVQQRKESKKPPAKLQPR*:*:»« 

Boc2(0)T-7^ ^StfflL, Boc-XXXXZSPEHQRVQQRK(Boc)ESK(Boc) 
K(Boc)PPAK(Boc)LQPR^*#S 0 iXtCTS ; ^ >i >i^imizWft1t3 

NH 2 -SPEHQRVQQRK(Boc)ESK(Boc)K(Boc)PPAK(Boc)LQPR(c^m-r'5o Z<n<k&mtl 
oc-Gl y-Ser (OBu)-Ser (R) -Osu£ tp&fr h ifx ^ # 'J *igj& * T*iS£- L . f#<o*l £ 
BocGlySer (OBu) Ser (R) F LSPEHQR VQQRK (Boc) ESK (Boc) K (Boc) PPAK (Boc) LQPR^ S »i 

-7 ji j-vWfmv&m-ttiizB ©«56*^-bns. ±te-r ^ ^^^-^c^^teu. 1997 

10H . f**^*±--- K > -7*u Af&fr*> r«3fla^^^F^^^^3 fiR j <^ie 
[ 0 0 5 3 3 

^j^^^^j^^t^^. n-»Mfc*>s. mmmtcou, tii^s, figstt 

tfrmi-fio *l£ . t <7>iS<7>£f]I&i5!l t LT li . #J z_ li N 'J > ^ 

T ^ > s N 'J :n T * > . fcf 'J v > . >J > , ;n 7 J — >l T ^ > ^ i? il9 ) 

— >VT ^ > x K 'J :n ? J — jit ^ > ^ y y ^u^^r^^7 7 ^>. N.N'-^^> 
y'^if^y'T^ft <7>jg<7>$f j©&0J 

fl^unsiiK M<t*mm. mm. mm. v >wt*£t0>mi>*mtrt>n&. w 

mmtcoucoitfm^m t lxh. mx.it^m. mm. hn* ton, 7 

So m&&-r * jmt<7>u<7)tfm%mt lth. Mz-iz-r . *- 
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^T^fTJ^Heu V *J U ill fc* J* 

[0 0 5 4 ] 

. GH#>£l3f4pfFffl£1r L . -e<?> £ L < It g tt&fcJ^aSH^fclCfFS L •? £ 
itff^J. ifMJSr^fci&^LTfliflJft^ (0h eh. -7^x % 7 *v h . 

^5? x *=i x Oy, ^-7. ^7. lC*tLTffll>€> C i: £ & 

-6* o 1 B 0 . 0 1 ~ 5 mg/kgT£> 9 . iff* L < & 0 . 0 
4 — 1 . 5 mg/kgT-£>& 0 C<?)1% 1-H 1 0'v3lElS^t4^6 , liiLVi. ^EBfl 

[0 0 5 5 ] 

i-f^btis. vt*R#J<7>*?i&£tf!] £ LTii. i* * ^ «; > is o u x 

x t Fn^y^at'^-bio-X, t K n i> ^ a f ^ > ^ ^ -h ^ o — . # 'J 
tr ^ em k >&£fc*pn* <o*i&. J#^#J<7>£f £ L T li . 0!l £ & ^ > "7 

J] i\, tf. is * * it, lz >V xa — X N ^7^^dr^>^^-fe^o — X^^i/O^,. ? 

'J=i-;U S 7i?n^-;K =f"?V*. h* ^ ^ a zi x ft 4' £ frf <o tl £ . vg^^lfa 
9J<7>iffjS#0!lfc LTti. m*. \Z# ')x^ U > r 'J 3 - ib . ^Df^r'Jn-Ji, 



fifb-o-f *=i^z^ Jgffc^>-tf h-^, * ; * 

. w*»j^«fai*#jfc LTii, mitt'*'? * + , i m. 

^ ^ > & & t)*m tre>ti&. 
I 0 0 5 6 J 

'C>^#^^««^?6rtflc«I****i. ^KEI*ffi««^»«i4t Melius: 
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VUD 7 ] 

Jt**>-5VMi#-'; * o — n,Jfi#tf>ur*ftTfc «fc < . * tl <b <7>WLW tc o n T *t> 

[0 0 5 83 
[Hj&fefll] 

Molecular Cloninng (Sambrook et al.. 1989) icj^ofeo 
[ 0 0 5 9 ] 

1 . GHS-Ri£m*fflflSt*^iafcCa±#^14^fl!li£ 
GHfl-yfcUIMJH^ (CHS) *>*GHSU-fe-7 9- (GHS-R) ic *S 6 z i: fc «k o T it 

WT<7) J: i LT 7 h GHS-R* ^3ELTV^*IB flat** f^«I L fc. 7 *y h GHS-R<7>^ 

^cDNAii. 7 v hm&$:<7>cMk&mmiz lt . rt-pcr cmm^Mm-x > ^ - 

-tf i > 'J T * is a > ) lc <£ o TlXff L -fc. &*n<7> 7 -y H GHS-R<7>M^gr2?'J CK 
. K. Mckee. et al. Molecular Endocrinology 1 1. 4 1 5-4 2 3 ( 1 9 9 7).] ft* <b . fcl 
T<7)^^8£?IJ^<o3:£ -fe> J: OfT> *-fe> -f — * □ L t = 

-h>X7"7^-7-: 5' -ATGTGGAACGCGACCCCCAGCGA-3 ' 

T>^-fe>x^ ! 7'f^-: 5' -AC CC C CAATTCTTTCC AGACCC AT-3 ' 

[ 0 0 6 0] 

±g*g£ ttfccDNA*-* * 9 -pcDNAI 1 1 ( Invi trogenft) icjggf. fEBE.^??-GH 
SR-pcDNAIII*fF§IILfc. MUSSEL-* * *-T-CH0*fflflS*ff2M3K«L. GHS-R* ^ 
^ic^lLTul»ffm^^lfflfla^l m g/ml^G418*^"fir-rSigrtlT-S^KLfe. S 
3R£ tl/z$fflflat*CHO-GHSR52li. 1 0~ 1 0 ~ 1 0~ 9 M<7>GHRP-6 (Growth Ho rraon e-R e 1 e a s 
ing hexapeptide) icfiS^Lfc. *fflfla F*9 # x O u <i ir > m&<r> $t it (Ca_t#7£ 
14) li. FLIPRvX^^ (Molecular Device^t) X-mfeLfz. IiJ^BUlc. 4 x 10 4 



SSSSSSU. «««4 (Molecular 



fffir L . 20 raM Hepes 2. 5 mM ? a ^ * > K S£-**Haik ' s BSST-4 Bft^L 

o 

[0 0 6 1 3 

iTt?iviCa±#M%ft4 z bti*bfrr>fr. f:T\ ^cft^<^ ? D 7h r 7 
1 0 0 6 2 3 

*»**T5^W^»Lfc. MmLf-Mn*\U AcOH-20 mM HCltcilS 

L. ^Uo^^-^T^fP^lljLfc. affi»*ll,0 00 rpm. 
3 0^BBaf/C>L, _Lv# * in,** u _ * -?#940 mile »*S L fc. Bffijftic T -fe N > 

±i»*>7*-fe N _h»% .0. 1% TFA ( S -7 ;ttnii) -?jp* 

ffcLfclO g^Sep-Pak C18 (Waters ic^jD^. 10%CH 3 CN/0. 1 

% TFAT*ftr#^ 60%CH3CN/0. 1% TFATSffiLfc. Siiii**>Sg**3|g#&fft v 
***ffofc. M^^IM AcOHfcvg^LT. 1M AcOHT-^iHL L fcSP-Sephadei C- 
25 (H + M) ic«4rs*fc. 1M AcOH. 2Mtf »; ^>*j j: V2M f »; ^>-AcOH (pH 5. 
0)TS»»lCigai-r*CfclC«J:-,T. SP-L SP-Uif J:VSP-III^3-3<7>iii^* 
. -fiiftittfc. SP-IIIffli#?&Sephadex G-50 r n, Jt»^ 7 zuc$4t. &*<7>® 
^^-»K:-3V>TCH0-GHSR6 2«IHfla%fflv J fcCa±#Stt<7>T -y -fe -f %ff o fc. Seph 
adeiG-SO^^^^n^h^^^-f 1 atc^ L fcfe*. #^S#5 3. 00 0 Jc 

ffl^-TSSttiii^ (Ella*. ^ 7 * v 3 > 4 3-4 8 ) TSK CM-2SW# ^ A (4. 6 x 
2 5 0 ninK TosohftSg) fcfflopH 6.4T, CM- -i > 3tt%\z <k & HPLC 



^TOfl-HPLCT*^® L Tz ( fiWf^^lfe lli ^> ( 0 1 . vAHJ N-W bS-bbW- 
) fc. ju Bondasphere (3.9 x 150 ram. Waters^t®!) fcj#*BHP 

LCT^-fc JT-iiL/:, 40 g<?) 7 >v h ^"o lb g<?) C a±#v£'l4 £ W £ =f- 
K*#S*IL. ^ > (ghrelin) i^Lfc. 

[ 0 0 6 3 ] 
H5fc#iJ3. ') ><7)*iiIIP#f 

fttH Lfc7'Vh^^7L ') >^)7 ^ ; ®rgfi?lj£ ^ K • x — <r> — (AB 
I 4 9 4 , Applied Biosysy temsft) T-mfeLfz* r U 'J > ti x Gly Ser Xaa Phe Le 
u Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pro Pro AI 
a Lys Leu Gin Pro Arg ( Xa a It * mfe T 5 J <7>gfi?iJ h ta £ llT 5 ; 
T-1«J&3 *l£ K -?#>o fc. Xaali 7 >v K cDNA<30^^Sfi^J^'oSerT-*> . Ma 

T 7 ^ )%m&h 3i§<7)-fe 'J > jb*0fifi3*lTv>2:u#flfcffii r u »;>^-<-/^ 
K (ABI 4 3 3 A. Applied Bi osys tems£t) T'lt^&f&Lfz, l^i^ru 

>) ><7>i£fflHPLC-?*>)gmHf R8l;i. ^1171 ')>a§<ii'oTuf; (02a) 

^ofc. 1^±<7>^*^<o. ^Iiri, >cot 5 3il^-b')> (-b 

[ 0 0 6 4 ] 

*>it-?^ft%rm (ESI -MS) Lfc. Rttl£*ifc^«&3! ru 'J ><7>^^* (33 

h.9±o. 7) Mknummnfrhnhntzitrnm ? u >; >^-/^ f^^^* 

(3188. 5) J; 0 \ 2 bzk £ to^ ~? fz * l^±^^m^<o . ^ U > 12 -b 'J > 3 

&*n-a- * ? ; -f iu (C8:0) fl&WSeT0ffH $ *IT u £ ft*:. z<7> 

Z t-frWU-t Z>tzib\z . n-* ? 9 ) >i (C8:0) r U »J > K ^fb^£-j£ L 

it+BHPLCT-covgai^^^l^^^o n-* * ? ; ^ ( C8 : 0) ^ * H ^ fb^^- 
riUi. -b 'J >3<^7Klfc£i2J51^^T<^W^g*ftiILfc^^* K ^^7*^ K 
& (ABI 4 3 3 A. Applied Biosys temstt) ^ffluTFrnocS+B^a Jft L , -b 'J > 3 



HI 2a) „ Zh\z\ £-/£ n -* 9 9 J 4 j\,-<zf* F is £ u^f&m 7 V »; >£^t N >; 

1- Phe 4) \t. ®m?UT-m-ni%&mm**Lrz. ja±*>«**^ ^ ^ 

10 0 6 5 3 

OsftBf^ 5 5-5 6 ^) WMLfc**)*)*^**^ Ellb«>fft<7>«tejlj# 

LTv^Mili^/y y Jim (C8:0) &*ic. # "7 'J * ; ;r>afc < C8: 1) 

. >B* <cio:o) * J:v**>* ;x>i* < C io:i) x * * v ? o ^ m ( c , 

2:0) *«fcv**>* (ci2:i) 

[ 0 0 6 6 3 
^li 4 . 7 V v xr>a_t&Tg& 

* ? >mZfzltn-* * 9 >mtimm^7V >^«^*n*Ca±JM^*^3 

^in 'J >^n-^-^ *>B*£ttCa±#iSteK:M*'>« 

l- 'J > (02C) c7)Z ££^o 

[ 0 0 6 7 3 

**L. CHO-GHSR62$fflga{C^uT. CHRP-6 J: H ?9fv>iWfla ft * n, * O -f 



SU*.*V QSi "aWrt 

X)1-O3'2O0; 



) &Ca±#f£'l4*7jv^ W W l o >b (03b) . > v j 0 d X to Tx 

&10" 11 M^«ot£#><b*U EC 50 li2. 5nMT*>o fc. GHS-R*>*fg© T > * =r ^ x h 
T-£>£. [D-Lys 3] -GHRP-6 [ R. G. Smith, et al.. Science 2 6 0. 1 6 4 0- 1 6 4 3 (1 
9 9 3 )] 10" 4 Mco^fcTT*. «J >tc £ 6 C a±#^1£ « ftl 2 *u MMfM^ 

t> ? zf^x h#l¥£TT-<oCa ±#v^i±lc 6 (0 3b) . &±<?> 
ri'J ><^Ca±#to l te^GHS-R^1f^©7'> 9 =r^x Mc J: T*f tftfc 

[ 0 0 6 8] 

mmms. n-j >itaa#cDNAfc**>&ttKs-c<offe3i 

rru 'J x^T' ^ J U &-*n <jo v> a* 4* £ "7 K <?> t * ; ^@g?"J £ ^ +01BJ14 

% ^ $ * ^ o fe* x G e nB a nk ^- ? - x £ * ^ a v — Lf:fcC5, 7 '/ h E 
ST (Expressed Sequence Tag) Sr2£iJ<7> 1 o (GenBank ^Hg-^A 1 5 4 9 1 7 2 ) tcfs] — 
<ogefll**I8tf><b*ifc. c<7>ESTBe#lfc£lciaT*>PCR^ 7 >r -?-^^^L *z 0 
-fc> 7 : 5' -TTGAGCCCAGAGCACCAGAAA-3 ' 

T>*-fe> >f-7- : 5 ' -AGTTGCAGAGGAGGCAGAAGCT-3 ' 

[ 0 0 6 9 ] 

7 -v N W &3fc*>cDNA*S83nc _hie^ 2 0^/7 -f -7 — fcffio T RT-PCR*fr o fc. 
PCR*>*frtt* 1^ ? >i *>*98 °C-ei0^rl. 55t:T30#rl. 72 t:-?l#rl*. 35 
•*>r*^fToZ2. lf*g^n^DNAif>T-^-7'a--r^ LT, 7 M cDNA ^ ~f 
'J-^AV)-->n/: 0 #3 2 x 10 5 <7)^fl}^^ 7 7* — v £ x ? «;--> rLT 

[ 0 0 7 0 ] 

7 >v h 'J > cDNAli v Sr2?ijg^f6 ic IE IK L £5 0 ^ <o >Sr 0 . 11/7" 5 ; Wt 
(1214 a) frhtzZ r^ M >Btil|g1^ (Drepro-ghrel in) ^^h'Uuf:, 'J 

. r u 'J > ii 7 <J x > 24*>*<b4& $L *) . f&MW. n')> <r>W'&.<r> 2^<f>t ^ Jm ( 
Pro-Arg) li. ?v^r-r---e\z & Zt7]M&'%:l+ZffiWX-£>^fzo 
[ 0 0 7 1 ] 



-ii N t K ff poly (A) + RNA (CI ontech^t) ^6. cDNA^^ v S (PJiarma* 
ia#) ^.^UTfP^L/; 0 R»Lfc^n h »J > cDNAli . ge*ijg^ 7 ic|fi« 
L£511igg^<o& *K I17T 3 ;n (EUO ^^^thn-l >mlig# (pret 
ro-ghrelin) *3-K.LTv»fc. 7 * h *j J: y t K £ $k<?) 7 1 »J >|ffl«#*>T * 

;i*Ba*m. 82. 9%^fsi-i4^^L. n > it±mmm^mmic i^w ^ nx ^ 

[ 0 0 7 23 

(A) + RNA*$P#f L (HI40 . 7 <v h mia^ ^->-/d v hiffCioT, 0. 6 
2 kb^ru »; >BO«#BRNA*tffic|«y>^iifc. ^(Ventricle) lc 2 * tf> 

K**f8*><bftfc*v C*l«o!i6. 2 kb^J:^l. 2kb^mRNAT-. fiT-<7>mRN 

10 0 7 3 3 

ifflfla^m^. 1 o%fcs toisfuojLikm) tu^n^^^duiu < 

Dulbecco ' s modified Eagle ' s Medium) igU&T 2 0 L , MIMm&lcMm L 
TS#li&*fJ»|i*iSfflJia^§|«iLfc. 5 x 10 4 commit. 'i-D-'i >-*>T* 

t*#*£W**DMEM*9*fifc£«L. 37 °C T 1 5#f§! fit ft L fc. *8*SS*>-«&fe# 

*WJSLfc. Ti#**t>^n, CH. FSH. UK PRL, TSHliB i 0 t rak/Amer sha 
m*t«ltf>* «y h^fflVK ACTHttPen insula L a b 0 r a 1 0 r i e s*t«*>EfflR/£E I A* v N * 



44 



r a a 



<7>±#fc*|gy><oft . #0§&£-/£ru M >T^ifu$:a*'bfcCa±#^1±a*§Sab<bft 
(05a) . c<7>*S*li. r u 'J >JklS$mffi£M7l> ') > t)*T£ftfflf&\z&m 

GH#*$S$i*i£te*fS^fc ^ 3 . I0" 6 M<?> 7V ^ XTV^tUC J: 0 . igitifc + ^GH 
i8Jg/*lta*i8J$#cfFG&£i#ft! L . ffi^Ti#*^t> (FSH. LHx PRU TSH) <r> 
m&&1fl\tUdht>til3:frr>rz (El 5 10 . 
[ 0 0 7 5 ] 

7 u 'J ><7)GH^v0l^^v^i±^ in vivoTlS ^fco r u -J > 1 0 ^g^tl^-y 
K ( 2 5 0 g) ^tfflliUciitm. 60^^T^^©lcjnL^^^gXLT. IHL^^^T^ 
# * ^ > <?>i^Jt £ ±l£ 7 x t ^ ;7';-b-ft:J:oTi^ L'fe. Tt#* ^ * 
><t>[*9. GH^it^IEL^+'lciKttJ 2 ft. ><^tf ^^#^^5— lO^T-SMftlc 

iLfc. z^m^ . S^'olflL^ + iOKtB^ft^ «; > &*TSf£Bu3i*fflflaic 
fFffi L . IHl^^lcGH^^tU-r £ - £ 0 . r U 'J > ^*faJ^/zo * 

[ 0 0 7 6 ] 
HJfcfll 7 . 7 >v h T^^«tti*ii^n 

S[ 2 2 0-2 5 0 g<7)Wistar^tfH4 i 7 -v h (tT'J-) ^fflu, 6lf^i:SUt 'J 
>^H4a4-<7>^***ftft-r<5 K ^MfF&lc 4 g¥ (10, 1, 0.5, 0.2 ng 

10. 1. 0.5. 0.2 *t glcf^ LT . /(>ffifflSiH!J^fcafr^*8&i$ffiUcJf AL 
fc-f>y x 3>f a-^ ( PE50) frh 120 /t I ^teS-S- L fc. 
[ 0 0 7 7 ] 

H^©Mi:LT^tlIlJI, 'l>*fitBfi£ifl!J£L. 2 «oJC3fcftilfiL WSJ/tit^ IT 

<r>fz#>\z. ^JMlUc-^ 'i >tmtz Lfc# 'J u > L (PESO) * 

J? ALfc. *C>jatB*^«l^tt«l«IK^'C>ffiaj*ih < CARD! OTHER M5 0 0 R) fcffl^T 



H 



) *z£ A L- v ib 'k 



PRIOPOC-X [ |0'094©453-JRD004C« 
rwiirt «o ~? -f n # V^- r ; u >£ a t 



1 0 0 7 83 

m 1 1 





(g) 


¥U U >1 MglS#^©^m» (ml/min/kg) 




1# 


5# 


15# 


30# 




230 


347 


382 


367 


341 


338 


SEM 


3. 7 


14. 3 


10. 2 


11. 5 


7. 9 


8. 8 



[ft 2] 





(g) 


4*VU >10/igl5#m©^m» (ml/min/kg) 


o# 




5# 


15# 


30# 




237 


350 


390 


392 


370 


344 


SEM 


1. 0 


8. 5 


7. 4 


15. 8 


14. 7 


13. 8 



7^ '> > 1 ti g&^S? (ft 1 ) JkZm U > 10/t g&^gf (ft 2) feUT, S-S-'ffc 
[ 0 0 7 9 3 
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[ 0 0 8 0] 

SEQUENCE LISTING 

< 1 1 0 > Kangawa. Kenj i 
< 1 2 0 > New Peptides 
<130> 

< 1 6 0 > 1 

< 2 1 0 > 1 

< 2 1 1 > 7 

< 2 1 2>PRT 

< 2 1 3 > 

< 2 2 3 > Amino acid sequence for a core region of endogenous peptides of gr 
owth hormone secretagogue 

< 4 0 0 > 1 

Gl y Ser Ser Phe Leu Ser Pro 
1 5 



< 2 1 0 > 2 
<211> 28 

< 2 1 2 > PRT 

<2 1 3> Ra t tus nor veg i cus 

< 2 2 3 > Amino acid sequence for rat endogenous peptides of growth hormone 
secretagogue 

<400>2 




he Leu Se r Pro G I v L _ H ■ f '■Jnl - s Ala Gin Gin Ufl I 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 

.2 0 2 5 

< 2 1 0 > 3 
< 2 1 1 > 28 
< 2 1 2 > PRT 

< 2 1 3 > Homo sap i ens 

<223> Amino acid sequence for human endogenous peptides of growth hormon 

e secretagogue 

<400>3 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Arg Val Gin Gin Arg Lys 

1 5 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 

2 0 2 5 



< 2 1 0 > 4 

< 2 1 1 > 117 
< 2 1 2 > PRT 

< 2 1 3 > Rattus norvegicus 

<223> Amino acid sequence for a prepro-form of rat endogenous peptides o 
f growth hormone secretagogue 

< 4 0 0 >4 

Met Val Ser Ser Ala Thr He Cys Ser Leu Leu Leu Leu Ser Met Leu 

1 5 10 15 

Trp Met Asp Met Ala Met Ala Gly Ser Ser Phe Leu Ser Pro Glu His 

20 25 30 

Gin Lys Ala Gin Gin Arg Lys Glu Ser Lys Lys Pro Pro Ala Lys Leu 
35 40 45 



60 



Id LCU UIU Ul J II 

d V 5 5 

Ala Glu Glu Ala Glu Glu Glu Leu Glu lie Arg Phe Asn Ala Pro Phe 
65 70 75 80 

Asp Val Gly lie Lys Leu Ser Gly Ala Gin Tyr Gin Gin His Gly Arg 

85 90 95 

Ala Leu Gly Lys Phe Leu Gin Asp lie Leu Trp Glu Glu Val Lys Glu 

100 105 110 

Ala Pro Ala Asn Lys 
115 



< 2 1 0 > 5 

< 2 1 1 > 117 
< 2 1 2 > PRT 

< 2 1 3 > Homo sap i ens 

< 2 2 3 > Amino acid sequence for prepro-form of human endogenous peptides o 
f growth hormone secretagogue 

< 4 0 0 >5 

Met Pro Ser Pro Gly Thr Val Cys Ser Leu Leu Leu Leu Gly Met Leu 

15 10 15 

Trp Leu Asp Leu Ala Met Ala Gly Ser Ser Phe Leu Ser Pro Glu His 

20 25 30 

Gin Arg Val Gin Gin Arg Lys Glu Ser Lys Lys Pro Pro Ala Lys Leu 

35 40 45 

Gin Pro Arg Ala Leu Ala Gly Trp Leu Arg Pro Glu Asp Gly Gly Gin 

50 55 60 

Ala Glu Gly Ala Glu Asp Glu Leu Glu Val Arg Phe Asn Ala Pro Phe 
6 5 7 0 7 5 80 

Asp Val Gly lie Lys Leu Ser Gly Val Gin Tyr Gin Gin His Ser Gin 



85 ^^Ji jla 

Aia lcu uiy Lys Phe Leu Gin AsFTTTTflTrp Clu CI u Ala fiffll 

100 105 110 

Ala Pro Ala Asp Lys 
115 



< 2 1 0 > 6 

< 2 1 1 > 501 
< 2 1 2 > cDNA 

< 2 1 3 > Rat tus norveg i cus 

<2 20> 

< 2 2 1 > CDS 

<2 2 2> (31) (381) 

<223> Base sequence of cDNA coding prepro-Iorm of rat endogenous peptide 
s of growth hormone secretagogue 

< 4 0 0 >6 

tccagatcat ctgtcctcac caccaaggcc atg gtg tct tea gcg act 48 

Met Val Ser Ser Ala Thr 
1 5 

ate tgc agt ttg eta etc etc age atg etc tgg atg gac atg gee atg -96 
He Cys Ser Leu Leu Leu Leu Ser Met Leu Trp Met Asp Met Ala Met 
10 15 20 



gca ggt tec age ttc ttg age cca gag cac cag aaa gee cag cag aga 
Ala Gly Ser Ser Phe Leu Ser Pro Clu His Gin Lys Ala Gin Gin Arg 



144 



25 



30 



35 



aag gaa tec aag aag cca cca get aaa ctg cag cca cga get ctg gaa 
Lys GIu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg Ala Leu Glu 



192 



40 



45 



50 



ggc tgg etc cac cca gag gac aga gga caa gca gaa gag gca gag gag 



240 



is rro it iu asp a r| 



ii a iii u 01 u Aid \j 













60 










-"65 














gag 


c tg 


gaa 


a tc 


agg 


t tc 


a a t 


get 


c c c 


ttc 


gat 


gt t 


ggc 


a t c 


aag 


c tg 


288 


Glu 


Leu 


Glu 


He 


A r g 


Phe 


Asn 


Ala 


Pro 


Phe 


Asp 


Val 


Gly 


lie 


Ly s 


Leu 












75 










80 










85 






tea 


gga 


get 


cag 


t a c 


cag 


c a g 


c a t 


ggc 


egg 


gee 


c t g 


gga 


a ag 


1 1 1 


ctt 


336 


Se r 


Gly 


Ala 


Gin 


Tyr 


Gin 


Gin 


His 


Gly 


Ar g 


Ala 


Leu 


Gly 


Ly s 


Phe 


Leu 










90 










95 










100 








c ag 


g a t 


a t c 


c t c 


tgg 


gaa 


gag 


g t c 


a a a 


gag 


gcg 


c c a 


get 


a a c 


a a g 




381 


Gin 


Asp 


lie 


Leu 


Trp 


Glu 


Glu 


Val 


Ly s 


Glu 


Ala 


Pro 


Ala 


Asn 


Ly s 







105 



110 



115 



taaccactga caggactggt ccctgtactt tcctcctaag caagaactca catccagctt 
ctgcctcctc tgcaactccc agcactctcc tgctgactta caaataaatg tteaagctgt 
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501 



< 2 1 0 > 7 

< 2 1 1 > 511 

< 2 1 2 > DNA 

< 2 2 0 > 

< 2 2 1 > CDS 

< 2 2 2 > (3 4 ). .. . (3 8 5) 
< 2 1 3 > Homo sapiens 

< 2 2 3 > Base sequence of cDNA coding prepro-lorm of rat endogenous peptide 
s of growth hormone secretagogue 

< 4 0 0 > 7 

gcaggcccac ctgtctgcaa cccagctgag gee atg ccc tec cca 45 

Me t Pro Ser Pro 
1 

ggg ace gtc tgc age etc ctg etc etc ggc atg etc tgg ctg gac ttg 93 
Gly Thr Val Cys Ser Leu Leu Leu Leu Gly Met Leu Trp Leu Asp Leu 




Ala Met 

cag aga 
Gin A r g 

eta g c a 
Leu Al a 

gag gat 
G 1 u Asp 
70 

aag ctg 
Lys Leu 
85 

ttt ctt 
Phe Leu 

aag tga t 
Lys 



gc tec 
Ala Gly Ser 
25 

aag gag teg 
Lys Glu Ser 
40 

ggc tgg etc 
Gly Trp Leu 
55 

gaa ctg gaa 
Glu Leu Glu 

tea ggg g 1 1 
Ser Gly Val 



10 

age t tc ctl 
Ser Phe Leu 



.15 



0 A 



aag aag cca 
Lys Lys Pro 

cgc ccg gaa 
Arg Pro Glu 
60 

g t c egg 1 1 c 
Val Arg Phe 
75 

cag tac cag 
Gin Ty r Gin 

90 

etc tgg gaa 
Leu Trp Glu 



cag gac ate 
Gin Asp lie 
105 

cgccca caagee 1 1 ac tcacct 



age ctt ga a cac cag aga get cag ttt 
Ser Pro Glu His Gin Arg Val Gin 

3 0 3 5 

cca gee aag ctg cag ccc cga get 189 
Pro Ala Lys Leu Gin Pro Arg Ala 

4 5 5 0 

gat gga ggt caa gca gaa ggg gca . 23 7 
Asp Gly Gly Gin Ala Glu Gly Ala 

65 

aac gee ccc ttt gat gtt gga ate 285 
Asn Ala Pro Phe Asp Val Gly He 
80 

cag' cac age cag gee ctg ggg aag 333 
Gin His Ser Gin Ala Leu Gly Lys 
95 100 
gag gee aaa gag gee cca gec gac 381 
Glu Ala Lys Glu Ala Pro Ala Asp 

110 115 
ctct ctaagtttag aagegctcat 434 



ctggcttttc gettgettet gcagcaactc ccacgactgt tgtacaagct caggaggega 494 
a taaatg t tc aaactgt 51 1 



[ 0 0 8 1 ] 

[h i] mat. ><?> v v hm^&^frhcr>mm i k^m~?. cho- 
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3 Rt» c vjV u c c fe -5 , a& . 4 0 n *> h ^ jr-rnqrl^ L feSP-I I lilj ^ ^> 5 e p a niru x o-sif 



d ine) \z * Y>imm<n%s%k*^-t m~e. fe'&mftfrft^m® h ooo ^n, n > 

55?56#lc^tt3 ft^ygteili^li. i**BHPLCT<* "o ic nM L fe„ 

'J > (TS) . § * 2 m g£^ffiHPLCT*^#Lfe^:P|l£^l2T-&£. bli. 

iri- »; > (IS**) . ^ri, >; > &Df£-/£H&-r > n, fb r u 'j > 

im 3] 0 3li, u ><7>CH0-CHSR62lfflflaic?frS!NrM© 5 SrfflSf^ffl* 
^^"ElTx HI*. ^WT^ L fc^f^^*^'* L fc. ali* 'J>. GHRP-6fe 
J:VGRF (GHRH) lc J: * CHO-GHSR 6 2$B9^ lc felt £ *ffl/IS ft *l >\> : s U -i * > 
^fb*^Lfe|2|-e«fc*. Mix GHS-R^1fS©lfi«3jT£>* [D-Lys-3]-GRP-6*33s 
ftn (O) &&uii#>^n (#) ufso, M > ic J: &CHO-GHSR62*ffl/®tcfett £*ffl 

Bart^'u u a *>mm<7>mit*^Ltzm~z. grf cghrh) izx&mf&ft*^ 

[0 4] 1214 13:. 7 h fe«fc tffc K £3fc<^ v >|§9SK#<^7* * ; KE^J 
. fe J; ^cn^^ig#^&ffi^fl^T-60^^.^^-^^^m^^-ri3T-*)-So a«x 
7 >v h fe J: h i3(5<^ ypJ >BUiK#:^7' ^ ; m®£W * L- HI . EI (fx 

* lin-* * 9 >^ic J: £ m^^^-fo bli. 7 >v h &m%B.fi&lc felt 5 ^ U 'J > cr> 
) *f > ~f u v Y- JC«fcoTftf*fLfejg**^-rillT-*)S. 
[0 5] 05 11, in vi trofeJ; c^in v i vole felt & r U 'J ><?)Tf 

t^^i&jc^Hr-r^^^^-ria-e**. uz. 7 »v h r^^f]Sfl±^^$ffl^icfett 
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01-03^001; 

Lv -'-^ - *Ar.' ^ 





Win f^Ti#*^€ "WIS ISffl „ cut. 4t7*/h' 
it * ^ ^ > 



" EJI 



1 J 



a 




Retention time (rnin) 



r^—. Xm . 7 -JI 



0.10 



E 

£ 

o 



w 0 

8 



o 

£ o.io 



Natural Ghrelin 




150 
10 



Synthetic 
des-acyl Ghrelin Synthetic Ghrelin 




„ 10 20 30 

Retention time (min) 



o 

CO 

50 O 
10 



— Natural Ghrelin 
- Synthetic Ghrelin 

- Synthetic des-acyl Ghrelin 




12 3 
Time (min) 



4 



0=C-(CH 2 ) 6 -CH 3 
O 

GSSFLSPEHQKAQQRKESKKPPAKLQPR 



20 



a 




2 3 
Time (min) 



|> 20 

X 
CO 



a> 
a> 

« 10 
O 

8 

c 
a> 
u 
to 

£ 
o 

u- 0 



• Ghrelin 

O Ghrelin+Antagonist 
▲ GRF 




10" 11 10"" 10" 10"" 10* 
Peptide Concentration (M) 



10 



-6 



a 




Human 


1 


Rat 


1 


Human 


31 


Rat 


O 1 


Human 


61 


Rat 


61 


Human 


91 


Rat 


91 



30 

WSWICJSy_LLJM^ 30 

tHOKVyQRKlSKkPPAKLQPI^LAGWiRRE 60 



S S5§^^ ^ ^ D ^ L E VR FN Al^ F D VGXK4-S6 VQ 90 
DRGQAE E AE E E L E IRFNAPFDV6IKL &GAQ 90 

YQQHSQALGKFLQDIIWE EAKEAPAOK 1 1 7 
YQQHGRALGKFLQDItWEEVKEAj^lNK 1 1 7 



-9? 
o 



CD 



I If lis 

m < > J □ ^ 



<D 
C 
*•+—* 
CO 
CD 



05 

E 

CO 



<D 
C 

CO 
CO 



CD 

E> 

CO 



CD 
CO 

ay 

CD 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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